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IPC(6) :A61K 38/05; C07D 21 1/14, 265/28 
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US 5,559,232 A (ACKERMAN et al.) 24 SEPTEMBER 1996, see 
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'A" document defining the general state of the art which is not considered 

to be of particular relevance 

"B* earlier document published on or after the international filing date 

'L* document which may throw doubt* on priority claim (a) or which is 

cited to establish the publication date of another citation or other 
special reason (as specified) 

•O" document referring to an oral disclosure, use, exhibition or other 

'P* document published prior to the international filing date but later than 



later document published after the international filing date 
date and not in conflict with the application but cited to 1 
the principle or theory underlying the invention 

document of particular relevance; the claimed invention 
considered novel or cannot be considered to involve an 
when the document is taken alone 



document of particular relevance; the claimed invention 
considered to involve an inventive step when the docum< 
combined with one or more other such documents, such com' ' 
being obvious to a persoo skilled in the art 

document member of the aame patent family 



cannot be 



Date of the actual completion of the international search 
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Date of mailing of the international search report 
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Name and mailing address of the ISA/US 
Commissioner of Patents and Trademarks 
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Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international report has not been established in respect of certain claims under Article I7(2Xa) for the following reasons: 
1. I I Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



□ 



Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such 
an extent that no meaningful international search can be carried out, specifically: 



3. J J Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 
Please See Extra Sheet 



*• | | As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

2- | 1 As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3- | X| As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 
1-19 



4 * | | No required additional search fees were timely paid by the applicant Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest 



| | The additional search fees were accompanied by the applicant's protest 
| | No protest accompanied the payment of additional search fees. 
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BOX II. OBSERVATIONS WHERE UNITY OF INVENTION WAS LACKING 
This ISA found multiple inventions as follows: 

This application contains the following inventions or groups of inventions which are not so linked as to form a single 
inventive concept under PCT Rule 13.1. In order for all inventions to be searched, the appropriate additional search fees 
must be paid. 

Group 1, claim(s)l-19(IN PART), drawn to FORMULA I compounds in which Y is an Asp derivative^ is hydrogen; 
and 1st method of use in treating stroke. 

Group 2, claim(s)l-19(IN PART), drawn to FORMULA 1 compounds in which Y is an Asp dcrivative^X is an 
(un)substituted aryl group substituted aminosulfoxide(two structures on page 94, lines IS and 20); and 1st method of use 
in treating stroke. 

Group 3, claim(s)l-19(IN PART), drawn to FORMULA I compounds in which Y is an Asp dcrivauve^X is dimethyl 
cyclohexyl(one) substituted aminosulfoxide (3 structures on pages 94-95); and 1st method of use in treating stroke. 

Group 4, claim(s)l-19(IN PART), drawn to FORMULA I compounds in which Y is an Asp derivative is a 
dimethylcyclopentanone substituted aminosulfoxide (second structure on page 95); and 1st method of use in treating 
stroke. 

Group 5, claim(s)l-19(IN PART), drawn to FORMULA I compounds in which Y is an Asp derivab ve,X is 
(un)substituted aryl group substituted alkylsulfinyl (fourth and fifth structures on page 95); and 1st method of use in 
treating stroke. 

Group 6, claim(s)l-19(IN PART), drawn to FORMULA I compounds in which Y is an Asp derivative,X is the fifth 
structure on page 95; and 1st method of use in treating stroke. 

Group 7, claim(s)l-19(IN PART), drawn to FORMULA I compounds in which Y is an Asp derivative^ is sixth 
structure on page 95; and 1st method of use in treating stroke. 

Group 8, claim(s) 1-5 (IN PART) and 8-19 (IN PART), drawn to FORMULA I compound in which Y is a succinimyl 
derivative (second Y structure on page 93) and 1st method of use in treating stroke. 



Group 9, claim(s) 1-5 (IN PART) and 8-19 (IN PART), drawn to FORMULA I compound in which Y is a cyano 
derivative (third Y structure on page 93); and 1st method of use in treating stroke. 

Groups 10-18 claim (s) 20-23, drawn to second method of using a compound of one of Groups 1 to 9 above to treat 
inflammation. 

Groups 19-27 claim(s) 24-25, drawn to third method of using a compound of one of Groups 1-9 above to treat septic 
shock. 

Groups 28-36, claim(s) 26-27, drawn to fourth method of using a compound of one of Groups 1-9 above to treat treat 
re perfusion injury. 

Groups 37-45, claim (s) 28-29, drawn to fifth method of using a compound of one of Groups 1-9 above to treat 
Alzheimers. 

Groups 46-54, claim(s) 30-31, drawn to sixth method of using a compound of one of Groups 1-9 above to treat 
shigellosis. 

Group 55-63, claim(s) 32-33, drawn to seventh method of using a compound of one of Groups 1-9 above to treat 
multiple sclerosis. 

Group 64-72, claim(s) 34-35, drawn to eight method of using a compound of one of Groups 1-9 above to inhibit ICE. 
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The inventions listed as Groups 1*9 do not relate to a single inventive concept under PCT Rule 13.1 and 13.2 because 
these compounds lack the same or corresponding special technical features for the following reasons: The Group 1-9 
compounds lack a significant structural element (e.g. core) which is shared by all of the alternatives which elicits a 
common activity nor do the different alternatives represent a recognized class of chemical compounds so as as to 
constitute a proper Markush group. Further, the lack of any significant core structure shared by Groups 1-9 precludes 
the ability to conduct a meaningful search. Groups 10-72 represent further methods of use which represent different and 
diverse diseases or conditions which require different etiologies and fail to share a special technical feature. It is also 
noted that pursuant to Rule 13, a compound is only entitled to be linked to a single method of use, with additional 
methods constituting additional groups. 

Upon the non-payment of fees to additional groups, the search will be limited to only the Group 1 invention. 
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Applicant's or agent 1 s file reference 
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FOR FURTHER ACTION ^ ee Notification of Transmittal of International 

Preliminary Examination Report (Form PCT/IPEA/416) 


International application No. 
PCT/US99/09463 


International filing date (day/month/year) 
30 APRIL 1999 


Priority date (day/month/year) 
05 MAY 1998 


International Patent Classification (IPC) or national classification and IPC 
IPC(7): A61K 38/05; C07D 211/14, 265/28 and US CI.: 514/19; 544/121, 162, 231, 360 


Applicant 
WARNER-LAMBERT COMPANY 



This international preliminary examination report has been prepared by this International Preliminary 
Examining Authority and is transmitted to the applicant according to Article 36. 

This REPORT consists of a total of j sheets. 

I I This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
' — ' been amended and are the basis for this report and/or sheets containing rectifications made before this Authority, 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of (Ls^ sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 



I 


LI 


II 


□ 


III 


LI 


IV 


□ 


V 




VI 


□ 


VII 


□ 


VIII 


□ 



citations and explanations supporting such statement 



Date of submission of the demand 
17 NOVEMBER 1999 


Date of completion of this report 
29 MARCH 2000 


Name and mailing address of the IPEA/US 

Commissioner of Patents and Trademarks 
Box PCT 

Washington, D.C. 20231 
Facsimile No. (703) 305-3230 


Authorized officer ✓ — 

BENNETT CELSA j^\^)J^ 

Telephone No. (703) 308-0196 (J 
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I. Basis of the report 



1 . With regard to the elements of the international application:* 
| x | the international application as originally filed 
|"^"| the description: 



pages 
pages . 
pages . 



1-92 



NONE 



_ , as originally filed 
filed with the demand 



NONE 



filed with the letter of 



I x| the claims: 

paces 93-110 

pages NONE 

pages NONE 

pages 



, as originally filed 

, as amended (together with any statement) under Article 1 9 

, filed with the demand 



NONE 



, filed with the letter of 



| x| the drawings: 



pages 
pages . 
pages . 



NONE 



NONE 



, as originally filed 

, filed with the demand 



NONE 



the sequence listing part of the description: 

pages NONE 

pages 

pages 



filed with the letter of 



NONE 



, as originally filed 

, filed with the demand 



NONE 



, filed with the letter of . 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item 

Tnese elements were available or famished to this Authority in the following language . which is: 

| | the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
| | the language of publication of the international application (under Rule 48.3(b)). 

| | the language of the translation furnished for the purposes of international preliminary examination (under Rules 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

contained in the international application in printed form. 
| [ filed together with the international application in computer readable form. 
| [ furnished subsequently to this Authority in written form. 
[ | furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

I I The statement that the information recorded in computer readable form is identical to the writen sequence listing has 
' — ' been furnished 

4 OD Tne amerKmients nave resulted in the cancellation of: 

0 the description, pages NONE 

S the claims, Nos. NQNE 

fx] the drawings, sheets/ftg NONE 

5- This report has been drawn as if (some of) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed n and are not annexed to this report since they do not contain amendments (Rules 70.26 
and 70.17). 

**Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 

Form PCT/I PEA/409 (Box I) (July 1998)* 



• * 



•INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/US99/09463 



III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1 . The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been and will not be examined in respect of: 

| | the entire international application. 

fx] claims Nos. 20-35 



□ 



because: 

the said international application, or the said claim Nos. _ relate to the following subject matter which 
does not require international preliminary examination (specify). 



I I the description, claims or drawings (indicate particular elements below) or said claims Nos. _ are so 
unclear that no meaningful opinion could be formed (specify). 



I I the claims, or said claims Nos. _ are so inadequately supported by the description that no meaningful 
opinion could be formed. 

no international search report has been established for said claims Nos. 20*35 . 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Adrriinistrative Instructions: 

| | the written form has not been furnished or does not comply with the standard. 

1 | the computer readable form has not been furnished or does not comply with the standard. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. statement 

Novelty (N) 



Claims 1-19 



Claims NONE 



Inventive Step (IS) 



Industrial Applicability (IA) 



Claims 1-19 



Claims NONE 



Claims JLiiP. 

Claims NONE 



YES 
NO 

YES 
NO 



YES 
NO 



2. citations and explanations (Rule 70.7) 

Claims 1-19 meet the criteria set out in PCT Article 33(2>(3), because the prior art does not teach or fairly suggest formula I 
compounds in which Y is an asp derivative and X is hydrogen and the use thereof in treating stroke as presently claimed. 

Claims 1-19 meet the criteria set out in PCT Article 33(4), for industrial applicability. 



NEW CITATIONS 

NONE 



Form PCT/IPEA/409 (Box V) (July 1998)* 



